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( 3 ) # **i/xf- L/ # U 3Mr->xf- u >T;i/*;ux-f^* 
^ti*U^->xf-i/>T;i/+;uru-;ux— r;u-e*S (2) f2ig©^a#& 

(4) *U^*'>xf-l/>-^y^>^neu>^^(**<HljK (I) 
HO- (C 2 H 4 0) a - (C 3 H 6 0) b - (C 2 H 4 0) C -H (I) 

Tasnsjrast^w&s (2) *fcti (3) is^o^ssm 

2 



WO 00/17388 



PCT/JP99/04128 



(5) . a) £.mm, 

b) CHB9)@g*5«ktf 

c) HDL3UXfo-;H:0*b) !2«©CHfi^^J8$tfSiiai0# 
d) LD.Lni/xfo-micb) KttOCHII^^BStfSS** 

mtimM&mfetz - «t o l d l 3 i/xf-u-jvm&zftMi-z z 

WLt-t^ £$$M*P<£> HDL 3 UXf-u-;U£J;tfL D L 3 l/xfo-;KD^ 
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*'>-3-x;U*"7ntVl/) -3, 5-$^f-;U7— U > (MAOS) . N-x 
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> N-x^-N- (2 -t Ka*i/- 3 -x;l/*7nfc°;l/) 7-'JX N-x 
f-;l/-N- (2-t Fn+i'- Z-7s)V*"fu\£)V) -3, 5-i^h*i/7x 
ij >|07^'J ^Ig&SWiN-xf-^-N- (3->»x-;l/) — N' - 
■fr^S/x^xf-U^TS > (EMS E) . N-xf-;U-N- (3-^;l/7x 
x;l/) -N' -7H?f-;l/Xf-l/>:>7$ >m*&lf £ft£o 

if iSe©feSagi LTiix #£RS6 0 - 3 3 4 7 9-?^£ft£ 1 0 - (N-^ 
f-JUjjW^jV) -3, 7-k'X (^y^T^y) 7x7W> (MCD 
P) > #&¥4-2 7 8 3 9T?^£ft£t v X [3-fcfX ( 4 dd7x-;1/) 
y 4 - v^y ^7 S J 7 xx;U] T S > (B CMA) , #§P8 6 2 - 2 9 

cne>fe*iiO«StLTtt> 0. 0 l-10mg/m l^L^o 
3l/^f-n-;KOSJ!&^ SK£LT®>fl^£gf^&.SNAD (P) #£T 

ft£i§£te. MtcMM^T^SNAD (P) H#f££*-£o NAD (P) H« 
^ 3 0 0-5 0 0 nm> l< 3 3 0- 4 0 Onnu L < M3ft 3 4 

NAD (P) HOJtSJi. >>7*v~e\ f-h^V'j^Aii^^IDLT^U^If 

LDL3l/Xf-o-;U^fiOfcJ60SJC{i. 1 0 — 5 0V^ tfrt L < (i 3 0 — 
4 OtJ. S$3 7°CT\ 1-3 Offfls #£L<fi2-l 0£R5fir-?o 

fcU 1 0-5 0°C. #£l<ii3 0-4 0°C. 9ft 3 7W> 1-3 
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<&3 0-4 0°C. M%2 7°CT\ 1-3 0#F& #*l< tt2~l O^F^? 
o $ 2 ©a6©0»&tt. B 1 ©Kl&T?RiE3&^IHWl^7 IfcfcT t>£ 1 

n LDLn UXf-n-M: C HS^^^lcftffiStf St^A*;fcti£T«D 

itmmffim cnad (p) hi ^^fitstmu m<Dmm.Kmifc 

#§£1$-^ HD L n l/Xr-n-^OKKS&KL D L n lsXf-n-jl<D%J&&'<f 
n B 1 OHDL^ l/Xxn-;UD£j&&< N ff^OHD LJ2W©SBIL;te U *>M6 

# u * * i/xf- 1/ > - # >; ^4- i/^a h° i/ ^s^flco^-fti^^^j&n lt*t 
*>nr\.^i§t±N S8&2©LDL3l/*f-P-;U©KJ&lix HDLziUXxd 

Wtm.®m (AOD) fe^^SU^e^O^U^f-a-yl/lgTOlOim^ 
JB^fc*i£©!R3fe£©il (AODstd) ^&"fia©tWw<kt)»tii$n5« 
LDL3UXfn-;lHtlt AOD^-AODstdx (»LDLnl/7 

AOD-AODstdx (|^©HDL3UxfD-;l/i® ©ftgi;:J:*)3fcJ6£ 

^tm-T-Mmvimm-v^te, 83i/7fo-;m», jhi©£ 
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#§£BJ© LDL3 UXf-n-;l^gg$|g£ LT(i> C HI&8^3«kO f # U 

A-7i;ryi-\iv>&mYn>¥-mm<o&mftm, nad cp) 

Sgtt^T© U #3S (HDL. L DLn VLDL43«fctfCM) ZtiffitZftf 
NAD (P) ^OiWia3llll**d^#-*Ci:3W**, 
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mite. (BI+n DB HDL-CbWfO T'ffbftSHDLn U 

Xxn-;U$Ig<b;frJ8#& (L HDL -C#&. Utt 3 . S HDL-Ci^ 
) Ti#£ft£HDL3UXxn-;l/Mg0^IC£^o 

Xf-a-;l/«£<!:*tf&£& (L LDL-C^ 0*. S L D L - C 
) T?|fe>nSLDL3l/^"ro-;l/«K©*aB8*^fo 
H3M\ *lfi6«K^ (H4 1 > DB-TCi^) ff|&nS*S3l/Xfn-^ 
(-r ^ ^ — L TC I m*P, L TC I I bWfi 

BU 11, #I§B££}£ (H+x DB HDL - C <hH^) -eH^HDLal/ 
Xfo-yHIi^i (L HDL-CJS, S HD L - C tWfr 

) 'Z??i&nSHDL3l/^f-D-;U«ff©*iRI*^t - o 

tlS L D L .3 l/^f-o-;l/jgSO*aia*^t , o 

0?1 (HDLnl/7fo-;l/iLDL^^fo-;l/0^1) 
1 (pH=7) 

ME S (^v-Tx^^ttSD 2 0mM 

x** h =7 yWk (m^itmiM) 0. 2 3mg ml 

(Mmitmtm i. 5m?/mi 

HDAOS (15JC^±1D 0. 23mg,ml 

4-7i;7>ff'J > O^tfifcfcfciSD 0. 13mg ml 

t;iJxfl/>/iJ 3-;H» UXfD-;l/XXf7- tf (* 1) 
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0. 2 5U/m 1 
|iJxfU>^ij3-;«3l/7fo-M+^- tf (* 2) 

1. 6 5U/m 1 

A-**^— tf Gg^mSD 12. 5 U/m 1 

* 1 : 5 0 g<D3 l/Xfo-^iXf7-^ (^^fefcM) ^1 LOO. 1 
M HEPESM» (pH8. 5) fciSJBU 2 5°CiCT. 3 3 0 

v4 hVFM4 1 0 \ *muL2ti$fm&LXm&Ltz<> 

* 2 : 5 o g<ou vTsT-u-M^fy-M mmwimm) ^UOO 

. 1M HEPES»& (pH8. 0) KfflRU 1 5°C(CT 1 0 gWyf 
74 h VFM4 1 0 \%maL2^m$LTmkLiu 

am 2 (ph=7) 

MES d-fty-lT-X?) 2 0mM 

3U/ml 

3 l/7fo-M+«>^-tf (MOllltXttftSSD 2 U/m 1 

7;l/oxy?L- 1 2 1 OlMfbfcfcSD 0. 7% 

i7;^>L-4 0 0. 5% 

*a^;i/i/^A (ffiimmm) o. img/mi 

Lnl/Xfo-;l/iLDL3l/XrD-;KDSi^o^ 0 i^U 2. 2 5m 
1 »C^3 0 1 £«k jJWU 8 5 nraOTOE l»J^L^o H 

Km 2, 0. 7 5ml*iKta. !»^U Eft05 8 5 nm©8btKE3*ajj£L 

3l/XrD-;l/TO^©lfll?t^|Hl^«j:^fp^LT. &«EE lstd. E 2std 
. E SstdfccfctfE 4std^J6^o 

19 



WO 00/17388 



PCT/JP99/04128 



HDL3l/X7 : •o-;^^i^{i±IH®b^*^b^ (E2-E1) - (E2std- 
Elstd) x (g^HDLni/Xf-o-;l/ME) (D&Z&tQjk&tZo ^{CLD 
L3UXf-n-;t/lgk±fB®b£g^£>> (E4-E3) - (E4std-E3std 
) x (gE&LDLnl/Xro-yl/iig) O^JCJ: i^&fco 

D L - C (MUS 77 ? » fc^OT^ L LDL-C (&*D^ x>y 
?X*±S!D ^ Lt^^HDL □ l/Xfn-;«, LDL^l/Xf-n 

m&nffiMmk&tmitztZ^ HDL3l/xfo-;rai0. 9 9 7. LD 
LubX-ru-;t/T12 0. 9 8 8T&ofc 0 

m 1 Ji> (gll^DB HDL - C tm?f0 ^t>n^HD L n 

UX^n-;!/^ (mg/dL) <bftj&£& (L HDL - C2T&> BlcK S 
HDL-Ci^) -Clf^nSHDLnUXxo-;!/^ (mg/dL) (D*gH 
H£^o £ ttH 2 (i. (HI 2 tK D B LDL-C <h^) 

n^LDLnl/X-ro-;l/ii^ (mg/'dL) £*NTO& (L LDL-C#& 
. EI2+. S L D L — C biBfrfd •?nz>nZ>LDL=iUXf-V'-)l>m&. (mg 
/dL) O^Hgl^i-o 

0J2 (HDLnl/Xxo-;l/iLDL3l/Xf-D-;KD^g) 
1 (pH=7) 

MES ii-iiv^T-^mb 2 0mM 

t)>?>yxf->m (mmmm i. 5mg/mi 

mv^s/^a (mwmm) 1. smg/mi 

TOOS (ECffcS^fcSD 0. 5mg/ml 

i7;^>B 6 6 ffi&m) 1 Omg/m 1 

4-T$yT>^h°»J> CmtWiM) 0. 5mg/ml 

zr ^fn-;l/X7f7-tf (LPBP. MiWiM) 4 U/m 1 
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3 UXf n-;M-*'>^— ( r C 0. i>Ji>^»S4tl0 2 U/'m 1 

(m^±M) 1 0 U/'m 1 

1812 (pH=7) 

MES Crrt^-fx**) 5 OraM 

3UXro-;l/X7f7-^ (iJt^of^ >>J^~e\ m#l^±M) 

3U/ml 

a bXr a-;lo*-*v^--if (mmmxmM) 2 U/m I 

-7;Un-7^L-l 2 1 OlUWfcftSD 0. 7% 

•SffcrtA^A mmmm) 0. lmg/ml 

n»j 1 tmwk&5:W\ 555 nm£Lfcflfew£s*60j 1 tmm 

W^fto THD L n l/xf D-;l.iL D L n l/7f d-;1/©^I^o^ 0 
r|5|B9ry h CBIR&On x* ^x-L HDL-Cmr^ ; t-L HDL - 

5. HDL3L/Xf-o-;l/-e{iO. 9 2 9> LDLaUXf-n-^ttO. 9 1 

S#|3 (HD UXf a-;V<!;g3 l/^fn-;K7)^l) 
ail (pH=7) 

MES (xrt^f-X?) 2 OmM 

f^h7>« («3R^b^tt!D 0. 2 3mg/ml 

mm^y*is*& (mMiV&iM) 1. 5mg/'ml 

HDAOS (ECfb^ttSD 0- 2 3mg/ml 

4-7;;7>ff'J>(^I^iD 0. 13mg/ml 

^i;xf-U>^''j3-;M^3Uxf-a-;Uxxf--7-^ (* 1) 

0. 2 5 U/m 1 
^gi^l/>/ , j3---;W^nL/XrD-;^4r'>^--ti (* 1) 
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1. 6 5U/m 1 



12. 5U/ml 



* 1 : Hfflgft] 10*1 tmw^w^L 



^2 (pH=6. 7 5) 



ME S (-J-rt^xX?) 



3 OmM 



h'J h>X-l 0 0 (i/^v*fc»D 



1 g/L 



2. 4U/ml 



6. 2 5U/ml 



^^OHDL n l/7ro-;l/t LDLn Uxf n-M^t^o fco 

1 s 2 . 2 5ml iC&ft 3 0 1 frmiQ, 5 8 5 nmtfWfc 

%LiZo :tLi:^i:H2, 0. 7 5ml£»3> SB$U E&©5 8 5 nm 

3tgE lstd. E 2std. E 3std*5<fctfE 4std*:fca&fco 

HDL3l/^T-o-^U«K{4±ISi8btK^5)x (E 2-E 1) + (E 2std- 
Elstd) x (gE&HDL^UXxo-MiaD (Dj&cJ^jfc&fco HHIHalSa 
UXf-a-jim&te±MZW£M.frZ>, (E 4 - E 1 ) - (E 4 std- E 1 std) x 

DL-C (tSfQ^f^x&SD jsZtfrfii—L TC I I (Mtffy 
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-;i/-e(io.- 9 9 9 7?&ofc 0 

H3»ix (03*u DB-TC£^) -CftbttSffenl/Xf-n-M 
(mg/dL) (5*^ S ^— L *TC I 113^ L TC 

I ItmO T?»5>nS*S3b^f-n-;WK (mg/dL) OjigCgte^o 
EUfcU (04 4>s DB HDL-Ci^:) TlfbtlSHDL n 

l/Xfa-;l/gg (mg/dL) (L HDL-» 04** S 

HDL-Ci^) -C"#t>n^HDLni/xf-a-;I/ii^ (mg/dL) 0*SiH 

%feft|4 

&ltfgg (pH 7. 2 5) 

P I PES (.j-J]?<<Cf-X?mD 50mM 

HDAOS (MUkmm 0. 3mg/mL 
(pH 7. 2 5) 

PIPES (t^7^r^^|iS) 50mM 

5U/mL 

n l/Xxn-;l/**v/^-Hf (fiPWH^imtiSD 1 U/mL 

^-**i/^~tf (m-^M) 2 0 U/mL 

4-TSyy>7 c t°'j> (i^W±lD 0. 51mg/mL 

miiihwi* mmmm) o. img/mL 

^iLT^CsfelCckoTAjfliyi^b^^nfeHDL. LDL. VLDL 

T K'<>* K • U fcf K • 'J adv. Lipid, Res. ) , j>_ ( 1 9 6 

8 ) [Practical methods for plasma lipoprotein analysis, Hatch F & Lees 
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l/7r.P-;«^;t-L TC II (»f«^«ia^ 
SL/c^m. HDLT7 3mg/dU LDLT2 6 4mg/dL. VLDLt? 
8 4mg, / dLs CMT1 7 m g/d LT&ofco 
3?l!i^3 0 0 /zLiC&&ft4 /zL&yl&L5#F& 3 lV?Gmiti 0 Z<D 

M«Lfco B£7 0 7 0 £&16 0 0 nm. Wife 

^7 0 0 nm£fflOfc 0 

unt itl d Lmft*m^n*ntzimmL<nwytg£&A LD ^ hd l 

S^fflV^T^^n^SJ^I^©^^^ A HDL . V L D L®#£ffl^Tf# t> 
ftfcKJfc^©!!S&!£^&A VLDL :j8«fctf 

Igm^mfw^-To f£Hte> A HDL /A LDL Hx A VLDL /A LDL ffi*>ck(^A CM 
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.81 





(%) 




^VLDL^LDL 


^CM 7 A LDL 


7 B IHt7? L-121 
I7*jr*y L40 


0.2 
0.16 


7. 3 


6. 6 


4. 6 


/-iVHS-210 


0.2 
0.1 


9. 6 


1 3. 5 


3. 2 


7'JHt7^L-121 
17/10911 


0.2 
0.1 


1 0. 2 


7. 7 


1. 2 


7 0 /Hii7^L-12 2 
17/lOL 4 0 


0.2 
0.16 


8. 1 


8. 2 


3. 4 


7"*K7? L-121 
'CJtttW 1 ) 


0.2 


3 4. 7 


4 7.9 


1 6. 8 


xzWy L-40 
(Jt»j2) 


0. 16 


2 7.8 


3 9. 7 


9. 7 


HS-210 
CJtttWS) 


0.1 


3 5.5 


3 5.5 


6. 1 


/i*yHS-215 
(J£»J4) 


0.16 


7 6. 8 


3 3.6 


4. 7 


/-^fNS-208. 5 
OfcttW 5 ) 


0. 24 


4 4.5 


3 2.4 


5 1.2 


y-TyNS-208 
CJttfi^je) 


0. 08 


3 0.2 


4 7.3 


2 8.3 


X7^ry9ii 
ObttW 7 ) 


0.1 


2 2.6 


1 5. 9 


3. 0 


17/10810 
CitttWS) 


0.2 


2 4. 7 


3 6.8 


5. 8 


CttttW 9 ) 


0.2 


3 8. 1 


6 4. 1 


1 9. 0 



H»J5 

Hi am (ph 6. 7 5) 

MOPS a-iivJT-T.nWd 5 0mM 

HDAOS (|5iam±^) 0. 8mg/mL 
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3U/mL 
2 OU/mL 
0. 5 lmg/mL 
0 . 1 m g /m L 



(pH 6. 7 5) 

MOPS 0#5^f-X?*±S!D 5 0mM 

lU/mL 

I2l«^ffll^0li ft*fi^j4£|^*focfifc&U A LDL . A HD 
l> A VLDL 43«kOfA CM **^ A HDL /A LDL £U A VLDL /A LDL fcJ;tf A CM /A 

f^^-L TC I I (ffiQ/Tv9Ztm) K&VmS.ltz®^ HD 
LT8 lrag/dL> LDLT2 6 3mg,'dU VLDL^7 2mg/dU 
CMT1 4mg/'dL*C t *ofc 0 
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%2 



fmsm 


(%) 




^VLDL^LDL 


^cm/ ^ldl 


Tm.il L-101 

nWV L-40 


0.2 
0. 16 


8. 7 


7. 3 


2. 6 


r*ai7^P-103 
m>r*v l-40 


0.2 
0. 16 


1 3. 0 


3. 9 


1. 7 


rtoz-i 1 ) F-108 
X7*y*y L-40 


0.2 
0. 16 


1 5. 0 


4. 5 


1. 4 


x?*5r*y L-40 
OtttWl 0) 


0.16 


2 6.5 


2 4.6 


4. 7 


rm-it L-101 

OtttWl 1) 


0.2 


1 9. 0 


1 4. 3 


5. 6 


r^ni^p-103 
atmi 2) 


0.2 


2 4.8 


3. 5 


1. 1 


r*oi7^ F-108 
OURWl 3) 


0.2 


2 8.8 


1 7. 8 


1. 6 



HI60J6 

^ll^S (pH 6. 7 5) 

MOPS (^^f-X^ftM) 2 0mM 

HDAOS (MU\mm) 0. 3mg/mL 
^2^ (pH 6. 7 5) 

MOPS (^^xX^ftSSD 2 0mM 

2U/mL 

a l/7fD-M*->^ (^DSSSIXS^D 3 U/mL 

/N'-^+S/^-Hf (MWmiM) 2 0 U/mL 

4-T$yT>f-fcfU> (MmtimiM) 0. 5 1mg/mL 
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w&kwj* mmmmvm o. img/mL 

mzm.<zRmm i m\*m\^m*\*. mmm^tmm^^L. a ldl . a hd 

l> A VLDL &<fctfA CM £#i6, A HDL /A LDL ^ A VLDL /A LDL :fc«ktf A CM /A 

x*^-L TC I I (ffiU/Tvtrzftm K&tOSMltz&mt, HD 
LT8 5mg/dLs L DLT2 5 2 m g/'d L> VLDLT7 5 mg/d L» 
CMTfl 9mg/dL"7*-jfc, 





(.%) 


Ahdl'A ldl 


^VLDL'^LDL 




ram** L-121 


0.7 


4. 0 


5. 0 


3. 4 


itjUt'V L-40 


0.5 









17 



1 OmM 
0. 3 m g/raL 

5 OmM 



(pH 7. 0) 

mops (j-h^jj-T.nm) 

HDAOS o^m^a*) 

3t2K^ (pH 7. 0) 
MOPS (^rt^f-T^ttSSD 

lU/mL 

3 l/*TP-;M-*->^--t? (MDWXSM) 3 U/mL 

^ 0 -**S/^— t? OfCmfrftllD 2 0 U/mL 
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4-TiyT>f-h°U > (i§Svfb&*±S!D 0. 5 1mg/mL 

iHb^l^A 0tot*@raa^ 0. lmg/mL 

^®s^rij a* 4 m^smomRtmso 

mim.<DRmfc i m\zm^z>s>M\t, mmmitmmizumu a ldl . a hd 

A VLDL fecJ:0*A CM ^J6. A HDL /A LD JHU A VLDL /A LDL fcJ:tf A CM /A 

"r*5*-L TC II (Wf^XitiS) !CJ:*JJ£*Lfc*gSM^ HD 
LT7 9mg/dL. LDLT2 7 3mg/dL> VLDLT7 6mg/dL> 





(%) 


Ahdl-" A ldl 


Avldi/Aldl 




7°*K7? L-121 
iiWV L-40 


0.4 
0.32 


2. 5 


5. 8 


1. 3 



l«8 

$H$gjg (pH 7. 0) 
MOPS a-bvJf-xf&M) 

hdaos (mavnm 
mzum (ph 6. 7 5) 

MOPS (^v^xX^ftSSD 



1 OmM 
0. 3mg/mL 
7mg/dL 
0. 7mg/dL 



5 OmM 
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lU/mL 
3U/mL 
2 OU/mL 
0. 5 lmg/mL 
0. lmg/mL 



4-7sy7>*-fc?y> (^besatSD 

0«bfcKr»!jJ£U C©BbtSM»S:A LDL% A HDL s A VLDL 43J:^A CM *ii- 

zmi*mm@i4t\3imiz.mfeu A mi /A ir)l m, A VLDL /A LDL fe«ko f A CM 

g^f^^-L TC II 0»yxy?XfttO l^^)mM.Uz^mt, 
HDLT7 9mg/dL. LDLT2 7 3mg/dU VLDLT7 6mg/d 
L> CMtHmg/dL^ofco 



m5 



smsmi 


(%) 


A /A 
HDL' LDL 


^VLDL^LDL 


AcM' ^LDL 


Ttocri L-121 
ntorv L-40 


0.4 
0.32 


2. 6 


4. 6 


1. 3 



H»J9 

(pH 7. 0) 

MOPS (j-J]74f-X?ffi$g) lOmM 

HDAOS ((HjUk^tM 0. 3mg/mL 

Wl'*y*i/*7l*6i&& (MMitmm) 7mg/dL 
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(pH 7. 0) 

mops (j-ii^-iT-T.nm) 



0 . 7 m g / d L 

5 OraM 

1 U/mL 
0. 6 U/mL 
2 OU/mL 
0. 5 lmg/mL 
0 . 1 m g /m L 



m6^0^ffiStt»J*fflV^£Wti. ^*SfiJ8<i:l5l^{c^L. A LDL . A HD 
l"» A VLDL *>J:tfA CM &#«>. A HD1 /A LDL lt. A VLDL /A LDL £<fctf A CM /' A 

7*9 11—1, TC I I (tSftiyf 'y**4fcSD KJ:*)£ftLfc*S£t±x HD 
LT8 2mg/dU LDLT2 7 Omg/dLx VLDLT7 3mg,'dL> 
CMT1 4mg/dLT?fcofco 





(%) 


^HDL ^ldl 






7'*ai7^ L-121 
i7A+*y L-40 


0.375 
0. 30 


2. 5 


4. 3 


1. 4 


r/ta^ L-121 
I7/Hr*y L-40 


0. 7125 
0.57 


2. 5 


2. 2 


1. 8 
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mmm 1 o • 

mium (ph 7. 2 5) 

PIPES (3-*>^4 T-7.>7#m 5 0mM 

HDAOS mUkmm> 0. 3mg/mL 

(pH 7. 2 5) 

PIPES (^7^fX^ttSD 5 0mM 

2U/mL 

n U7fD-M+i/^-l? (MmiSlfcfcig) 3 U./mL 

/<-**->^-tf mmmmb i o u/mL 

4-Tiy7>f-k°»;> (mmkmiW 0. 51mg/mL 

*Ht77;l">9A (fPTmmXM^) 0. lmg/mL 

X7;l/>f> L-4 0 (ftiftUD 0. 16% 

■?)\,a~y? L-12 1 (MmffiM) 0. 2% 

u x f - a - Ji<D%M&n o /io 3lii£S3 o o //L(r^^4 //Licrl^L 5# 
3 7 fe§SLfc„ C V) t £ ©igbt^U^U &l 2^100//L 
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( 4 ) *° y s/x* 1 u > - # y *>7n f i/ >*S£ft^— ( I ) 

HO- (C 2 H 4 0) 3 - (C 3 H 6 0) b - (C 2 H 4 0) C -H (I) 
a . b J; c ttH— 2 fc te^tt o T 1 ~ 2 0 0 ©«8»[&£fo ] 
^SftSITOSt^J^fcSSlI*® (2) (3) i2tt©Jt*£8?o 

(5) a) £fltt»k 

b) C.HSfc3@g*><ktf 

c) TOSU^gfi (£TF\ ^©□L/Xxd-;!/ (OTHDL 

d) LDL3UXf-o-;UO^iCb) I^OCH^^I^fPffl^'tirS^m^ 
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^»J^-T 5 C t\z. <fc *) HD L 3 l/Xf-n-;l/8££5£SU 

d) CHl9)8Bfc«fcO f 
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Mi"^ 4ftKfWOHDL ^ l/*f-D-;W3J;tf L D L 3 l/Xfo-;UD# 
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(10) a) £mm, 
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(1 4) hd Lm© u ^is^^ts^ >*fctt*v>m> 

36 



WO 00/17388 



PCT/JP99/04128 



£ (1 2) ttili (1 3) fEffcD^gm 
(1 5) ^l©3UXf-n-;l/©^{c^fflt<5CH^^b^^$n^ 
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1 1. Basis of the report 



1NARY EXAMINATION REPORT 
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| l. With regard to the elements of the international application:* 
^ the international application as originally filed 

| | the description: 

pages 

pages 

pages . . 



, as originally filed 
, filed with the demand 



, filed with the letter of 



| | the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



, filed with the letter of 



| | the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



filed with the letter of 



| | the sequence listing part of the description: 

pages m 

pages 

pages 



, as originally filed 



, filed with the demand 



filed with the letter of 



2 With regard to the .anguage, all the elements marked above were available or furnished to this Authority in the language in which 
' Ae in Sonal application was filed, unless otherwise indicated under which is: 

These Ss were available or furnished to this Authonty in the following language — 

□ the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
n the language of publication of the international application (under Rule 48.3(b)). 

□ the language of the translation furnished for the purposes of internationa. preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3 With regard to any nac.eotide and/or amino acid sequence disclosed in the international application, the international 
pVeliminaVy examination was carried out on the basis of the sequence listing. 

| | contained in the international application in written form. 
O filed together with the international application in computer readable form. 
| | furnished subsequently to this Authority in written form. 
I"! furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence lifting does not go beyond the disclosure ,n the 
international application as filed has been furnished. 

□ The statement that the information recorded in computer readab.e form is identical to the wntten sequence hst.ng has 

been furnished. 

| 4. D The amendments have resulted in the cancellation of: 

| | the description, pages „ 

I | the claims, Nos 

| | the drawings, sheets/fig 



n This report has been established as if (some of) the amendments had not been made since they have been considered to go 
5- LJ beyond to disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

I « ^ny ' replacement sheet containing such amendments must be referred to under item I and annexed to this report. 



Form PCT/IPEA/409 (Box 1) (July 1998) 



INTERNATIONAL PR^^INARY EXAMIN ATION REPORT 

| IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 

| | restricted the claims. 

| 1 paid additional fees. 

| | paid additional fees under protest. 

| | neither restricted nor paid additional fees. 
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to Rule 68.1, 



K7! This Authority found that the requirement of unity of invention is not complied with and chose, according 
1X1 not to invite the applicant to restrict or pay additional fees. 

I 3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 

| | complied with. 

^ not complied with for the following reasons: 

It is considered that the inventions of claims 1-9 and 17-24 are a group of inventions so linked as to 
form a single general inventive concept, this being by virtue of there being a special technical feature 
common to safd inventions that involves carrying out the cholesterol react.on under the presence of a 
JeaTnt that activates CH enzymes only for low density lipoproteins. However, the inventions of cUmn. 
1(M6 and 25-27 do not necessarily have to have this special technical feature, and so ,t is considered that 
the requirement of unity of invention is not satisfied 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 



all parts. 

| | the parts relating to claims Nos. 
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1. Statement YES 

Claims 2-16,18-27 



Novelty (N) <~ iai ™ . NO 

Claims 



1,17 

YES 



Inventive step (IS) Claims 2-9,1^2 

Claims 1,10-17,25-27 

YES 

1-27 , 

" NO 



Industrial applicability (IA) Claims 

Claims 



2 Citations and explanations 

whereby lipoproteins other than HDLs are aggregaieu 

ftumen. 3 PP. 7-501945, A t*^J£«^S3^ 2 .!?E. i^LDL cho,es,e r o. is 
cited in the ISR, discloses art whereby aggrega ^ ^ "™ ^ * sily realiK that , if the aggregate of 

rfcST 10-16 and 25-27 is thus considered not to involve an ,nvent,ve step. 
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VIII. Certain observations on the international application 

The following observations on the c.arity of the Cairns, description, and drawings or on the question whether the Cairns are ful.y 
supported by the description, are made: 

Some of the claims such as claim 1 disclose a reagent that activates CH •"^^y^.^ 
cholesterol but this reagent is specified only in terms of its function, and it » unclear what >t actually ^,s, 
mother! there is insufficient backing up in the description, with only limited reagents be.ng dtsclosed. 
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